m m # 

[0001] ^mmmmTEZimrzmm^m-rzhvT'h^ 

[0002] i£itt«, wm&&&kkkiz.&m&nm®%&mftiz.m. ^<Dwm?\m\~im^ 

SKJ&t-OB JcffU ^SIrIK^-T #5t«IS!l$ix5 J:5 tfcofc. -t L/C, Eft lc 
i^kt^i\ 

[ooo3j ^y^K}^--^-hy^-i^^y^Bg^fcS9-^-^^y^>K-7j^i?J 

-iTO (3]"f £oV n-C !± s (#1x.;f «2000-502707 
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■fr^— ©3g3a*S±#1"5t©a'g-aSfc5(Proc. Natl. Acad. Sci., USA, 94, 
pp.14349-14354, 1997). l/^^K>fci1ti:®|lf^^o^TIS, =&{b~^^]ElS^ 
»^Uf-y^f>|^(150Mg/kg, s.c.)^lElt£i-5i:©«g-^$)SC. Neurosci., 21, 
pp.6423-6429, 2001) o LfrLteffilb* Z(DW«XX^££tlXl^V>\X 1""e^H^ 

iei»^ ii ttvx\^M>m<»{m > lu^ L7cv> w.^ 

#lt>Cifcl :#H2000-502707^|R 
#^lt-»l:J. Neurosci., 21, pp.6423-6429, 2001 

[ooo43 *%9i<z)flHtt* ftmm&m&t£¥<Dmmzwmfe<omMB®*^m&Tfm 

[0005] *^^#^fi±f^ilM^^i^<«W^^ffofc^m, 

[0007] «[3fMf£U «^J:tUi\ ^^V^K/j^ M^M^ff-iRAR)-? 
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^2 ) 5-^^^V)^vy[b,fl[l,43-^TW^-ll-^^]^SS : ^T*fcS±ia<Z>|S 
^;]^?V^K^4-[5-{4J~^^ 

[0008] jgijom^^fi, ifd©E^«^^c^^itau^y^K©ii;fl;^0fciit@ 
^i^«£b^J<o$L&;6^±,4^ 

[0009] oliu mmm % K&titzftm i/c** y , f^Rif r/i^ m^- # 

[0010] *3£IE<D|£|£<D:fr$j£#£LTfi. #»§yffil/-JV-YK\ &£L<tf:£^£;£ 

b*%m^b&x%% c ^mmm~&^x, u^M^tit^-^-hT^-^M 
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/-fKT'2b§/j^/J^l, H. de The, A. Dejean: r Retinoids: 10 years on.j, Basel, 
Karger, 1991, pp.2-9^SattS^fc^?felCj;!9«^t^J3£T?^5 e *fc % Is? Mm 

^^•#^j|*^>iLTffl^^ol^^AYK«RARC7)iJ-y^-<y- a (RAF? a ) R0f^ 

is (rar ,3 ) fcte-a-u a»oiw>r^ y (rar v )m»fa{a#&U£v M^V 

[0011] B"?'i$|l5^f iStUttftS^t LTt ^tU^ V x^uS/j^^U ^ -7 

v ^fiSttt^itl/i^Uigl, #*L<WJi3!58fc:Lfcv ^L4fi£t o 
^-r/i^ s ^fvl^ r/aM, -^TW^H, n-y'T/V^ sec-^fvUS, X 

[0012] :7^--/l^t{;:E^1-32fljg<D^ 
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[0013] AvI-' ' 1^ ^#^S>LT!i''J -i tfC'fltfafc: 7 :, J&maA- 
[00 H] X^SS^ixSliMWftMfi^-KAE^n^H- Vj\ 0Rfi\ -NHCO-s -CONH-, 

-n(r a )- (R A i±&if^T^^, ^jx.tfv^p^otr/Mf-^S'fcif^^i") „ Xii 

-C<R^(RV(R B &im c l*^;h^^ 

-X-AT'^^HS^^y^K^S^I&^^Vi/tb.flEl^l^T-tft^/^S*^ 
[0015] B±L\/^Mb f tLX, fifijx.(i. 7i^i|jj/,/^-^f,|fiIii7x^ 

mt-t-si^y^ raffia *oUltv ^ c ^^^/^s^^/^^/^i^st^s 



G 



^#^rSU-^/^Mt^J<tUTAm80(4-[(5,6 1 7,8-7 i h7tKo-5,5,8 I 8-xh7> 
^•;P-2-^-y^Ur--;lx).^;U/^^i,]^^:^ i Hashimoto, Y., Coll struct. Fund:., 
IB, pp. 113-123, 1991; Hashimoto, Y., et al., Biochem. Biophys. Res. Commun., 

166, pp. i3oo-i 307, mo&mm, y^/w&A>$*v$\&£&wt&ttiH& 

H~ol^/^T®f^^jiLT'lacl01(4-[^ 

^t^K]$,|fi, j. Med. Chem., 33, pp. 1430-1437, Vm)*mf%Z.bftX*tsZ>< i 
[00161 Ui^^^-MYtVX^ ®mt, TISf)-KS.(I): 



^Jz^TjU^^M^LXV ^XhU^) , X'tt-CONH-Xtt-NHCO^I") T*^£ 
[0017] Ji|E-jRS;(0 KfcV^T, R 1 , R\ r\ R\ &UR 5 ^1rimr^*/^bLX{^ 

^s^tS, \ R 2 > R\ R\ ^W^v^1-«T/^;i-S^>y^SiLT!i, » 

[oois] r\ r\ r\ r\ &r5R 8 A^^5P*^3liJixsP®i-S2o©®iir^/^s-- 
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xn^mw H'Ch^xhs.<s ^±\mixn 2u±or^^&^ 

[0019] #l^?-*U^7V^KtLT», MftlZ, B-X-AXm£ftZ>'^Mh*COm*'W 

MK.it . HX630 (442,3-(2 ) 5-^^W2 > 5-^^^V)^-^^V ? [b ) 11[l,4]-^Ti?^ 
H^;U*V|ft:-fc5^^V-rK<tLT(t, fij^L?i\ 2-[2-(N-5 J 6,7,8-7 L hytKp 
^Vft£WS^«££ 0 ±|BtOHX630^m-[2-(NK5 ) 6 > 7 1 8"^h7tKo 

h^it^bLXit, m?i{-£, 5-[[5,6,7,8- •rh7^Kn-5 J 5 ! 8,8-7-hy^;5--2-^-^^ 
[0020] #3P^H^<D^$#£LTte, ±1E<7) A<hV>:&£ffl V >T?b <fcV \ 



8 

m&fanimffm&mftifn, ^m>^mmomm^rm^kLxmm^m 

, mmmm, s wwmm%%x(om&mtfzzb&-?%z>j!>\ ^^m^H 
zzbi*?&\ mmoy'^^nm.mw.mmmtE.w^bm^, mmm&n% 

^mm^mimKn^mm^n^m.^w,w.bi)^^ti. s&fcMrwasttfc 

tm^^fr^MLxwdmmfez&^x-z&v ^m^mm^mwM-^mm, 
m^imwmmm^mmbi,x^mmm^-t^b^mxh<o, *wmm 
(Dmmm^izo&mttmmtstix^^ox, >m%&*%w<Dmm<Dim 

[oo22] &%m<ommi*. i.m.oi^MVR x&:<r>m., ^m^zib^-Amtcikumm 
muit, % m%-\zm&<D%mz^xmm^mm p ffl^^i-^g p jB<z>g 

#gP^-'3-icS«[SW^a:L-cri. mtf* al^J, KA 



9 



%l w&m, w-mi Rmmnm^mir^.t-^^ 0 

[0023] ±m<ommmMmt, mm^m. mmm im®L?mmm*Mz.Tmi£-rz> 

x mmMt^'UmmnmyMs ffi&ffl, mum, ^-j-^/m. £#j 
. ?^?ffl^^Li^r«jj^j, pHiign^j. mmu Rmmm 

[0024] ^m^E^s-^fttt^m^tb^ &&<Dto.&&m, m&conm^fc 

— jsw^ii, aiPS^^trttj^A-B&fct) 0.01-1,000 mg^/t omMvm 

[0025] «0J^«M^t^^^{c^#Wtmn>]-r5/j\ «f^«®ffl{iTfEw 

mi 

6m #<aSlc:Wistai#:f$y 5/ h^ffl I 1 i§ ffl <7^gE If] W &"a t?^ -# 1^ f 

fcffcLfc. «^ WStK^M fMI *i:t5UT M22 ± 3°C. 111*50 ± 20%, 
!I3.PJ12B^rBl (8:00-20:00) <7^itTT"ti^M^jl^WL, !H?T;»|- (^MRxh 

[0026] SIJifetll^fTOao^flfrt^nsKvSVO.Smg/kg^jSTS^-t, ^<7?tRfl5Sr7 B R]& 
97, pp.351-359, 199l) a 3 0 @»*^^>^3B#^M»^M(Ara80: 
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[0027] Kl] 

















Gag/kg/day) 


]"> 


2 


3 


4 


5 


6 


7 


0 <*M) 


20 


12 


21 


44 


52 


53 


57 




±4 


±4 


LLb 


±10 


±6 


±4 


=:7 


10 


15 


14 


2G 


88 


149" 


163" 


162" 




i:4 


±4 


±5 


±19 


s29 


±30 


±29 



** P <o.oi, Mmmk^mk<DfflX'?-t *>%%:m&<Q 



[0028] M2 

2mg/kg, 5mg/kg, jmi2.5mg/kg, TaclOl (HO.S-^hy^^y^^— /W* 
^#^^K]gcS») £30mg/kg, HX630 (4-[2,3-(2,5-v ? ^^/W2,5-^=Sr^A^ 
^<>V[b > i!|[l,4]-f-T^^-lW^]^m#®)*10mgAg&4LT^*fTofc o 
£fc, Am80(5rag/kg)&imX630(10ing/1^ 

HX630 , J|feT>ncAm80tHX630^M^T^MSl^J;b^T^^ «H#^ 
[0029] [||2j 
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SCP 


Am80 TaclOL HX63( 




2 


3 


1 


5 


0.5 


_ 


13 


18 


17 


23 


33 






±2 


±3 


±2 


±3 


±1 


0. 25 


- 


10 


15 


15 


30 


42 






±2 


±2 


±4 


±6 


±5 


0.5 


2 




9 


23 


24 


38 






±5 


±1 


±3 


±3 


±3 


0.5 


5 


19 


18 


38 


52 


7] 






±4 


±2 


±6 


±5 


±4 


0.5 


12.5 


16 


24 


43 


74 


133 






±4 


±2 


±10 


±3 


±12 


0. 25 


5 


14 


15 


53 


80 


155 






±3 


±3 


±14 


±12 


±17 


0.5 


30 


19 


21 


47 


69 


107 






±9 


±4 


±7 


±3 


±4 


0.5 


10 


18 


2! 


30 


33 


51 






±5 


±2 


±3 


±2 




G. 5 


5-10 


n 


17 


57 


60 


102 






±3 


±5 


±11 


±5 


±32 



arises (a) 

5CP : ^^Tiiy 5 >- 



[0030] 0|| 3 

^JfD-^-^^^J&SSaT-K-lOODSrlOmg/kg^ P S4lt„ HE 3 

[0031] [&3] 











susmm m 








SCP IT-K-1O01 


r 




3 


4 




6 


7 


8 




16 


134 


152 


201 


300 


202 


300 


300 






±50 


±41 


±24 


±0 


±8 


±0 


±0 


0.25 


27 


28 


31 


43 


47 


49 


58 


73 




±3 


±8 


±5 


±11 


±7 


±8 


±7 


±5 


0. 25 10 


22 


11 


106 


115 


206 


291 


300 


283 




±4 




±43 


±41 


±46 


±9 


±0 


±19 



SCP : ^zj -4sy i> 
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[0032] &wmmmtemmmj££mftz.ft%£&i,xm.mn£Tws^-m% 
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x~&^i L j4\*xhmm<Dmmm3m^tm<rMm 0 

[5] l£k^V^K^-[(5 ( 6J,8-7-H7m 

xh^mmommm^m^Bmo m n. 

[6] 4-[(5^J,8-7-h"ytKn-5,5,8,8-xN^^^/U-2-^7^^=.y^) £S# 
j$;^4-[(3,5-^*h!W/^>!J;W:7^:^ 
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55 m m 



